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Dear Sir or Madam: 

On behalf of our client, Synthon Pharmaceuticals, Ltd. (“Synthon”), we submit these Comments 
to the above-referenckd D&k&, opposing the Citizkn Petition f%d oKSepten&r 3; ‘2603 by 
TorPharm, Inc. (“TorPharm”), and the supplemental comments filed bn S@X%iber 19,.2003. In 
that Petition, TorPh&-m seeks an iinmediate Withdrawal of Synthon’s new drug ap$cdtion 
(“NDA”) for PexevaTM paroxetine mesylate tablets (NDA 21-299), which the F66d ipd Drug 
Administration (“FDA”) approved three months ago, culminating a three-year review process. 
TorPhqm provides no substantive legal, scientific, or public health basis on which the FDA may 
withdraw approval of Synthon’s NDA. Rather, TorPharm’s allegations are an abuse’of the 
Citizen Petition process and a transparent atteinpt to use s$.uious, unfounded, and inaccurate 
arguments to block the lawful marketing of an FDA-approved drug product. 

Inserting a new twist to one of the brand drug industry’s oldest &at&es for stail&g”the market 
entry of competing drugs, TorPha& misusks the Citizen Pe$@G” avenue in & &ffoti”to &l&k” “‘,.+,f~ ,_,.; ;,jp .:., ->*c, 1 “‘, 
competition for its generic parof;etine’hyd;~~~ldnde p~od&Ironicalfy, Torpharm, a gene& 
drug company, adopts a discredited brand industry argument by attacking FDA’s aufhority to 
approve NDAs that are submitted pursuant to Section 505(b)(2) of the Federal l?ood,I Drug, and 
Cosmetic Act (“FDC Act”). Yet, when, viewed properly, TorPharm“s Petitibn represe% an 
inappropriate attempt to expand the FDC A’i;t’s 180-daymarket exclusivity provisio& beyond that 
which Con@e% intended or FDA contetipl&ed. As such, the Petition should be de&d ’ ” 
wholesale. 
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A. Background ,, jl : .* ^ / 

Synthon filed a 505(b)(2) NDA for paroxetine mesylate oral tablets on July 26,2000, almost 20 
years after Congress created the 505(b)(2) approval pathway via the Prug Price Combetition and 
Patent Term Restoration Act. In accordancewitb 21 C.l?$. 8 3 i4.5‘4 and F’IjA”s fir~ft’G<i&&ce 
on 505(b)(2) applications,’ Synthon’s application provides evidende of safety and efficacy from 
a variety of sources, including published lit&Ure, clinical studies conducted by Synthon, and 
FDA’s previous finding of the safety and efficacy of the related chemical cdmpound, paroxetine 
hydrochloride hemihydrate (i.e., GlaxoSmithKline’s (“GSK”) PaxilB’t$blets; WA Z!ci-031). ” 
The reference to Paxil was based on the fact @at Synthon’s drug p&d&t Lo&ai&? th+ &nie 
“active moiety” (i.e., paroxetine free base) as Pax& but in ~a different “salt” form (mesylate 
versus hydrochloride hemihydrate). 

FDA approved Synthon’s NDA ofi July 3,2003. Because .Synthon’s drug product cdtitains the 
same active moiety, but not the same “active ingrediknt”, as Pax& the two drug products are not ‘. .- i 
“therapeutically equivalent” under the applicable FDApolicies. ‘Th&foie, Sy&$s jiroduct 1s 
not a true “generic” drug and is not “AB” rated to Paxil. As a result, Synthon’s paroxeiine 
mesylate is not automatically substitutable f& Paxil by the pharmacist. Nevertheless, it ‘is a 
bioequivalent alternative to Paxil in that it $rovides a therapeutic dose of the paroxedne active 
moiety that is equivalent to that of Paxil, at a significantly more afftiid&$ptiice. ’ j 

By contrast, on July 30,2003, Torpharm received FDA approval of its ANDA 75-35’6 for a 
generic version of paroxetine hydrochloride tablets that will be automatically substituted for 
Paxil. Paxil’s U.S. sales t&al .+pproximately $2.5 billion annually. These sales may’continue to 
grow as GSK obtains FDA approval of new indications for the dru&.’ Torphann sought solitary 
access to this billion-dollar market by attedpting to file the first abbreviat&d‘neti.ddg ” 
application (“ANDA”) with a “Paragraph IV” patent dertification. FDA thwarted th& plan by 
awarding “shared exclusivity” am&g’se+eral.ANDA sponsors. F&ring that its market Share is ” ,.__ “. l,.” ,.. _ 
slipping away, TorPharm seeks to block the onecotipetitor whose pro$%<E% %Cady been 
approved, by claiming that the NDA approval was illegal.3 

’ FDA Draft Guidance for Industry: Applications Covered by Section %(b)(2)‘(1999). -1. ^’ L 

* See FDA’s NDA Supplement approval letters for Paxil, adding the indications for generalized anxiety 
disorder (NDA 20-03 M-035, October 2,2002) and post-traumatic stress disorder WA 2C)L63 l/S-O23, 
December 14,2001). > ^ ,~. -I 

3 We note that, just today, FDA announced the approval of another generic competitor for paroxetine 
hydrochloride tablets: Alphapharm’s &DA 75-716 was approved on September 29,2003’. 
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B. TorPharm’s Petition Asks FDA To Inappropriately and Illegally 
Extend TorPharm’s 180-Day-Exclusivity To Synthon’s NDA .,_,_ _,“. 

! 
1. 180-Day Exclusivity Applies Only To ANDAs, Not NDAs 

Under the FDC Act, a company may seek approval from FDA to market a generic drug before 
the expiration of a patent relating to the reference listed drug (,‘RLD”) upon which the generic is 
based, if the company challenges a “listed” patent as invalid, not infringed, or unenforceable. 
Additionally, the first company to submit an -A&DA with” sutih .a patent&ailenge will be granted 
the exclusive right to market the generic drug for 180 days. To be eligible for 180-day 
exclusivity, the generic applicant must: (1)‘file a substantialiy’~omplete‘ANDA;~(2) ‘certify in its 
ANDA that the patent in question is unenforceable, invalid or is not infringed bythe”‘gei%i~ “” .. “- 
product (known as a “paragraph IV certification”); and (3) notify the patent holder and NDA 
holder of the submission of the AmA.. Jfeligibility stillexists at the time the ANDA is 
approved, the 180-day exclusivity stops FDA from approving any later-filed ANDAs for 
identical products that also contain a paragraph IV certification to the same’patent. 21 USC $ 
505@(5)(B)(iv); 21 CFR 5 314.107(c). ” 

The statute and its implementing regulations.are clear - 180-day exclusivity applies only to 
ANDAs, not NDAs. Because Synthon’s paroxetine mesylate product.was filed pursuant to an 
NDA under Section 505 of the FDC Act, the firm is not eligible for 180-day exclusivity and, 
thus, it cannot block subsequent generic drugs under that provision. Likewise, its marketing of 
paroxetine mesylate cannot be blocked by another company’s 18O~day’exclusivity.’ The %&&y .*a:--ii., _i ,+“. <?~ n^ “4 ii / i 1. ̂ 
provisions of Section 505(j) simply do not apply. In part&lax-; the~statutory provrsron on 180- 
day exclusivity is presented in the subsection governing ANDAs, and reads: 

If the application contains a certification described in subclause IV of paragraph 
(2)(A)(vii) and is for a drug for which a previous application has been submitted 
under this subsection [containing] suCh a certification,’ the application shall be made 
effective not earlier than one hund&@d, eighty days after - 

_> 

(I) the date the Secretary receives notice from the applicant under the previous 
application of first commercial marketing of the drug under the previous application,, or 
(II) the date of a decision of a court in an action described in clause (ii) holding 
the patent which is the subject of the certification to be invalid or not infringed, 
whichever is earlier. 

21 U.S.C. 8 355(j)(5)(B)(iv) (emphasis added). There is no corresponding statutory provision 
under Section 505(b) of the EDC Act. *’ ^ ” . . ‘* II .I 2. /_ . 

. 
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F D A  gave  e ffec t to  th is  p la in  l a n g u a g e  in  th e  statute w h e n  it p r o m u l g a te d  th e  app l i cab le  
i m p l e m e n tin g  regu la tions . T h e  regu la tio n  c lear ly  states th a t th e ~ ‘~ ~ ~ ~ ~ a y ~ x ~ l~ ~ ~ G  prov is ions ’ 
app ly  to  A N D A s  only,  as  fo l lowsi  I’ 

If a n  a b b @ a @ d  n e w  d rug  appl ica t ionConta ins  a  cert i f icat ion th a t a  re leva& p a te n t is 
inval id,  u n e n fo rceab le , o r  wi l l  n o t b e  in f r inged tid  th e  .appl icat ion is fo r  a  &ner i c  copy  
o f th e  s a m e  l isted d rug  fo r  wh ich’o n e ’or  m o r e  subs ta n tial ly’komp le te  hhbrei i ; i’a te d  n e w  
d rug  appl icat ions were  prev ious ly  submi tte d  con ta in ing  a  kert i f icat ion th a t th e  s a m e  ,,_  .‘ “_ . “C ”“’ c”.‘.~ ~ “~ *Y ’I”.“~ ‘~ ,.*~ .~ ~ ~ ~ ~ ~ “i iu’”~ ~ w ~ ~ ” p a ,‘+  ~ -isr~ ~ ‘s % ,“““> .“~  ,;, l_l_)t.. _ _  j, ,: _();, : ,a . i__  1  *_ 
p a te n t was . inval id,  u n e n f& zeab le , o r  wou ld  n o t b e  m frm n g e d , approva l  o f th e  

. . . . _ , 

s u b s e q u e n t abbrev ia ted  n e w  d ,rug app l i c&n  t i i l lbe”‘m a d e ’ e ffe & ive n o  sooner* th a n  ,1 8 0  , 
days  from  wh ichever  o f th e  fo l lowing  d a tesis  earl ier: .  ’ 
( i)  T h e  d a te  th e  app l i can t submi ttin g  th e  first appl icat ion first c o m m e n c e s  commerc ia l  ..L  .: 1  
m a r k e tin g  o f its d rug  p roduc t; o r  
( i i)  T h e  d a te  o f a  dec is ion  o f th e  cour t ho ld ing  th e  re levan t p a te n t inval id,  
u n e n fo rceab le , o r  n o t inf r inged.  

2 1  C .F.R. $  3 1 4 .107(c )  (emphas is  a d d e d ) . In  th e  regu la tio n  p r e a m b l e  prov id ing  n o tice to  th e  
pub l ic  o n  F D A ’s interpretat ion o f th e  statute, F D A  a lso  s‘a id’;.u n ~ e r ’th e ‘h e ~ d i n g  “T h e  180 -day  . . . 
exclusivi ty per iod”: “This  prov is ion does  n o t app ly  to  505(6) (2 )“app l iCa tions .” 5 4  F e d . R e g . 
2 8 8 7 2 , 2 8 8 9 4  (July 1 0 , 1 9 8 9 ) . A n y  c h a n g e  to  app ly  th e  exclusivi ty per iod  b e y o n d  A N D A s  ,_ . ,y,l.i .,n . i,. _  -  _  wou ld , the re fo re , requ i re  n o tice a n d  c o & e $ ~ e ~ ~ ~ ~ ~ ~ f$ ~ , “E i;;l;l”I~ ‘ii~ ~ iy to  b e  o p p o s e d  by  _  

indus try m e m b e r s  w h o  have  re l ied o n  th e  p resen t F D A  interpretat ion fo r  1 4  years.  

A s fu r the r  ev idence  o f Congress’ intent a n d  F D A ’s interpretat ion, th e  statutes a n d  regu la tions  
a lso  a re  c lear  th a t 505(b) (2 )  N D A s  are  subject  to  th e  p a te n t cert i f icat ion’prov is ib~~  a n d  f ive- ” 
year  a n d  th ree-year  exclusivi ty prov is ions o f th e  F D C  A ct. 2 1  IJS .C. 9  355(b) (2 ) (A) , (b)(3),  
(c)(3);  2 1  C .F.R. 0  3 1 4 .107(d )  (“T h e  agency  wi l l  a lso  de lay  th e  e ffktive. d a te  o fth e ’approva l  
o f a n  abbrev ia te d  n e w  d rug  appl icat ion u n d e r  sect ion 505( i )  o f th e  ac t o r  a  505(b) (2 )  1  
appl icat ion if de lay  is requ i red  by  th e  exclusivi ty prov is ions in  6  3  1 4 .1 0 8 . “); 9  3  1 4 .1 0 8 . H a d  
they  in tended. to  subject  505(b) (2 )  N D A s  to  th e ‘ 1  S O -day’ exclusivi ty provis ions,  th e n , ‘they  
obv ious ly  cou ld  have  d o n e  so , b u t re frained. 

There  is sim p ly n o  just i f icat ion fo r  T o r P h a r m ’s claim  th a t a  505(b) (2 )  shou ld  b e  subject  to  th e  
F D C  A ct’s 180 -day  exclusivi ty provis ions.  

1.  .  .  x . .  
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2. Synthon’s NDA Was Ineligible For Submission As An ANDA 

Fearing the above-noted conclusion, TorPharm conjures up a “novel” theory t&t Synthon’s 
NDA “should” have been filed as.,,an ANDA,pursuant to the suitability petition process. If that 
had been the approval avenue, TorPharm alleges that the 180-day provision would apply and 
TorPharm’s exclusivity would have blocked FDA’s approval of Synthon’s NDA. Again, this ,, _.I _ ,“. , *. r,“>.“e. 

,*“’ -“‘-i’. i .’ I’*“̂  i ’ 
., 

series of speculative “if/then” propositions misses the mark. 
.&‘-j.P*,,~ *? ., , . . . . _, 

,_,( ,. I. 

The fact is, Synthon’s paroxetine mesylate drug product was not eligible for filing as an ANDA, 
nor via the suitability petition process. in order to be filed as an’AmA, t&drug product’s j ’ 
active ingredient would have to be-the ‘(same” as,the RL@~,:‘21~:UZStC~~$ 355@(2)(A)(ii); 21 
C.F.R. $ 3 14.94(a)(5)(i). In this case, Synthon’s product is formulated with adifferent‘salt of the. paroxetine base chemical,‘i.e., mesyiate instgad 6f~~~ro~h~oria~.~~~~i~~d~~~~. I”jy&m.~ to:‘..eil- 

settled agency policy, different salts cannot ‘support the sameness’condition required by .505(j). 
Rather, FDA “considers a salt or ester of an active ingredient to be’a’~~~~~rent’active’l’~~~~~epli.” 
54 Fed. Reg. at 28878 (ernphasis added); see also 54 Fed: Reg. at 28881. For ANDA purposes, 
therefore, Synthon’s mesylate active ingredient is not the same as Paxl’s hydrochloride 
hemihydrate active ingredient or TorPhaim’s. hydrochloride active ingredient, and S@hon’s dug product couid not & sub;nittid u.dk;Seciio;n siistij of&e .p~e”-x~&‘” _ ‘*“*-.> , 

. ^ “. I. . \ 1;: 
Similarly, the suitability petition process is limited to product changes from the.RLD. that involve I* ,I ‘-.,,,“‘~‘“‘““)“,,,,~~~,.‘, 0 *,,.,; 
the strength, dosage form, route of administration, orcombmation of active mgredrents 21 ‘, a_ %._ \ 

“‘.’ .. :’ 4 U.S.C. 0 355@(2)(C); 21 C.F.R. $ 314.93(b), (e)(l)(ii). An applicant is not permitted to petition ,for any other kinds of changes ~ti61in~‘an,af$ A.Q,Fed..‘Rg~* at’~2ssi~,~citing~:,~.e~~.‘~~~~5”~, .pd. 

1, 98th Gong.; 2d Sess. at 23 (1984). In fact, FDA has specifically determined that “an applicant 
may not petition to submit an ANDA for a different active ingredient in a single active ingredient 
drug product.” Id. Again, FDA has said that a change in salt form of an active ingredient in a 
single ingredient product is not the type of change from the RLD that may be accomplished via a 
suitability petition. Id. (FDA “will not approve petitions that seekherniission to submit an- 
ANDA for a drug product which substitutes a different salt or.ester. of ~.~active~,in@dieni. from 
that of a listed drug”). See, e.g., Docket No. 85P-0258, FDA Letter to Apkon Labs denying a 
suitability petition for a new ester for benzoyl metronidazole suspension;‘dated March 19, 1986; , .,.,u,, ., “.l, 
Docket No. 89P-0103, FDA Letter to Burroughs V?ellcome for a netisalt for allopurmol sodium 
injection, dated July 14, 1989. Moreover, in 1992, FDA considered - and rejected - TorPharm’s 
theory that a 505(b)(2) NDA be treated as an ANDA when a suitability petition may have been 
possible. 57 Fed. Reg. 17950, 17952 (April 28, 1992). Instead, FDA agreed with industry that 
“the policies and procedures for%5(b)(2) appiications are or should be distinct’ from”those for _, ” ,I .: ,i~~.” 
suitability petitions.” Id. 
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Even if the suitability petition avenue had been open to Synthon, TorPharm’s 1 SO-day 
exclusivity still would not have blocked the imaginary S’y&hon Am&,since it-i;& “not ‘<a 
generic copy of the same listed drug” as required by FDA’s regulation. See’ 21 C.FLR. 6 -’ 
3 14.107(c). As explained in Section B. 1: above,’ Synthon’s l!@A is’~foradiff&ent active 
ingredient - paroxetine mesylate i thus, it %ouSd not be- a generic copy of the listed drug but, L ;_, .I. rather, an al*owgd ANDA for a ~$~~rent”~d~g product.“-“~~~inc~~~~~l’h~~~~~~~~i~~~~ -y “byG;ks, *, 

“any subsequent ANDA’s for the same drug product”, the exclusivity would not’bar the approval 
of an ANDA for a different drug product that had been authorized vi.a aSuitability petition. 54 .,.1^C 2 
Fed. Reg. at 28894. For example, when FDA’approves a suitabiiity pet&on, it’recognizes that 
the new drug product is not the same as the reference listeddrug by refusing to provide an AB- 
rating denoting equivalence and substitutability1 See Docket No. OlP-0125 (August 2,200l 
approval of suitability petition for 100 mg amiodarone hydrochloride tablets, where that strength .?.,, ._“,“_ 
is not AB-rated to Eon’s 400 mg tablet); Docket No. OiP-03’79 (December ‘17,2OOl approval of 
suitability petition for 75 mg and 100 mg azathioprine tablets, where those strengths’are not AB- 

I’ ‘<G + rated to AA1 Pharma’s 50 mg tablet). Consequently, even if TorPhar%i’s fictional what if’ 
scenarios are correct (which they are not), FDA would not be barred%om approving Synthon’s .,. ., -.’ : .” ‘” “’ 
NDA. 

Finally, on this point, FDA already dismissed TorPharm’s argument when it accepted Synthon’s 
NDA for filing. Specifically, upon the filing of Synthon’s NDA, the Agency as a routine matter 
considered whether the Al$DA, (and suitability petition) Sling ~~~~~~~~~~~~~r~~l~~;~~~~~~. .’ “ 
See FDA Draft Guidance for Industry: Applications Covered by Section 505(b)(2) (1 999):4 
FDA’s answer was “no.” , 

\, : ! 
I 

3. TorPharm’s Exclusivity Is Not Guaranteed, Nor Absolute. 

TorPharm’s Petition stems fro,m its misguided notion of what 180:day exclusivity represents. 
TorPharm’s assertions imply that it is a”right” to which TorPhar%n is entitled. Further revealing 
its mistake, TorPharm implies that, as the first to file an AND” ‘$ith>a Paragraph Ww “’ 
certification, the firm should enjoy an exclusive right to market a drug product with a paroxetine- ,, - “.. _” 1 .,. 
based chemical that will, compete ‘with Paxil. In direct contrast to this ‘theory, FDA has’explamed 
repeatedly that the statutory scheme creating market exclusivity does not “grant” a period of 
market exclusivity, nor does it entitle any one applicant to be the sole competitor to the’RLD. 

. . .: 
. . 

4 FDA has provided examples of applications that ‘may be accepted pursuant to section 50!@)(2)‘ofthe’ ...i,“l”_ **__- ,_ 
FDC Act, incIuding an “applicanon fbr a change in in active-~~ngreiiien~~~~~‘as a’di~f&&it”&h~ ester, 

. . 

complex, chelate, clattiate, racemate, or enantiome? of an active ingredient in ‘a listed drug’ containing the , 
same active moiety.” FDA Draft’(%dance for II&Q&~: AppIica&+s C?fcred by S&tion’505(b)(2) 
(1999). 

,1 “’ : j \. 
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‘I, 

Instead, exclusivity delays the effective date of approval of certain later-filed applicatiens. 54 
Fed. Reg. at 28896. In addition, full NDAs can always be filed under Section 505(b)(l) of the 
Act, even for generic versions .of the drug. &.’ (“The exclusivity provisions‘of the act do not 
provide any protection from the marketing of a generic version ofthe same‘drug product if the 
generic version-is the subject of a full neti drug application s~~;;;;^t~~~~~~~~~~~~~~~~ ?#%(b)( 1) of the Act.,,). Similarly, as in & case; the‘NI)A:~~i’hei,can”Tic~~~~i~s~~~;;;iuciTo,,~~“~~~~srized” 

generic distributor, with whom any 180-day-exclusivity “winner” will have’fo compete. . /. ” x * _./ ~ _. . I ). ,. 4. X0 j _‘ , 

FDA applied these market exclusivity concepts to 180-day exclusivity as well - notably, in 
letters to TorPharm and its parent company. Specifically,“PDA explained that “the exclusivity 
[scheme] is already structured in such a way that eligibility for exclusi,vity does not guarantee 
180 days as the sole marketed generic drug.,” FDA Letter to ANDA’ Applictit for Gabapentin , . , ~ . * .,; -_ _. , _, j _” ,,., *,* ) ‘~ 
from Gary Buehler, dated January 28,2003 (explaining that TorpharmTs 1 Sp-day exclusrvrty tias - ’ 
lost to Purepac’s successful defense of its. section- viii st.a&ment). I?DA goes on to explain that 
“the court decision trigger could start exclusivity before an ANDA is approved, or uncertainty 
over the patent could result in no marketing of an approved product until’ an afIir?nance ,in the _ 
Federal Circuit of a district court Win?” Id, ( L&e$‘se, “v&en approval of an‘ ANDA eligible for 
exclusivity is blocked by another applicant’s eligibility for exclusivity, the applicants that are ,,. . w, i y’,.“‘- ̂*a ‘I..ll;..-..s~.iri:f 1 ilj.d pm:. ~,> .>_i _I.,,), ‘. * . .” i. ,. 
eligible for the 180-day period of generic drug ‘exclusrvrty may share the same”.exclusrvrty 
peso&” Id.; see also, F-J&Letter to Apote;; ~orp&~&;l -(~&;~&f&i;;&$t) from (-$&ABi;e~~er 
dated July 30, 2o03 (confirming s~iared exclu;r”.;ijl’ .y%&AmA sti~ti..~~i ‘o-fp;rGxetiiie .*_, , 

hydrochloride tablets). 

Given the above, TorPharm is well aware that “there is.n,o guarantee in the statute that, even in 
such compelling circumstances, an ANDA applicant will benefit f&m exclusivity. The value of 
exclusivity appears to be a function of timing; strategy, and luck.” 

I s .___..^_ “_ _; . .” 7.*:’ “‘A”s”suc..; Its ̂ &went , 

here is not only incorrect, but suspect, and there is no support for its claims of “irreparable loss” 
and “immediate harm”. 

/ .” ‘9 ._ __’ ” .I 
_a . . 

). 
C. TorPharm’s Attack QnFD~A’s~~Implementation ’ 

Of Section 505(b)(2) of The FDC Act IsUnfounded’ “’ 
: ’ _ :_ _; : I < 

, I *__; jl-__-,-l.-i -, _. I‘-c >- ,*i+; .4_ “/I _ ,. “. / _, , ;, , _,.; 1 > 

As TorPharm notes, numerous public comments have been filed to counter the argument posed 
originally by Pfizer Inc. that Section 505(b)(2) of the FDC Act provides FDA with only limited 
authority to approve $IDAs filed under that statutory provision:“‘Rather than’r&l”esc~,be the 
legislative history, statutory provisions,,,PDA~notice-an&c@nment mlem.aking, and ?;DA policy 
statements that supportthe present implem~n~atibn‘o”f‘S0~~~~~2~‘~p;s, Synthon references those 
previously-filed public comments. See, e.g., bocket No: 99D4’8O9~&mments filedby -Gary L. 
Yingling dated September 19,2000, in response to FDA’s “Draft G~uidanceffor In$tijr on 
Applications Covered by Section 505@)(2)“;‘Docket No’. OlP-0323, Comments filed by the ,. ^‘ - .) ,, _i’ . .A\ .., ‘,.I I.” _ 

, 
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Generic Pharmaceutical Association,dated December 10, ZOOI, in response to Pfize& Citizen 
Petition (Synthon is a member company of this trade organization). In summary;P&er’s (and 
TorPharm’s) argument flies in the’face ‘of the plain reading of the statute,’ 15 yeaiS of reasonable **,,-_. ‘.‘Y *al ,.,.-,* “I, .‘- ,_+ “” 
interpretation by FDA without industry opposition, and acquiescence.to’FDkls mte-pretatron by 

.“_ 

Congress via the passage of later amendments to the PDC Act. As such, the argument ‘should be .*” ..,. #... --bw‘_I~x ,,,. .Ti -* .: a_,, II 2. .1’.,. +.~ ./,,.e, ,, “_/ .,,A/. _:, ; ..,,..” ,_)^ ,,.* jl‘ .x. ^, 
dismissed and the Tor?harm:Peiition~~med, j I . ,.,/ . . 1 

D. TorPh-m’s Petition ?sA Baseless &@:k On FDA? ,, / i _, 
Scientific Discretion In Approving Synthon’s NDA ,j _,_,_. i L ,I_ , ., -> ,i .; ‘ -“-t, “’ 

TorPharm repeats several times its false allegation that Synthon did&t &r&t clin~cal~t-ials to * ‘,__.” _-... .“,. d a, ̂  
establish the safety and effe&venkss of the’paroxetine meiylate drug product. As thrs allegation 
is blatantly untrue, we can only surmise that’TorPharm is~trying’to “s&e” the public with .. )_ 
unfounded claims, in hopes of increasing itsmarket share~forparoxetine ~hydro&loride.‘ 
Moreover, the pharmaceutical industry as a whole is well a$,are that the‘&ni&l~ stud&s -and 
supporting safety and efficacy data contained in anNDA are confidential and proprietary 
information.5 Synthon will not be baited by TorPharm into publishing its proprietary data in this 
public forum. Suffice it-to say that Synthon’s NDA contained all of the information irequired by 
FDA under the regulations that implement Section 505(b)(2) of the FDC Act. Moreover, given 
the fact that Synthon’s paroxetine mesylate product provides the same active moiety’at the same , ,-; _^ .l_“.. 
blood levels-as Paxil, Synthon’s references to‘the history of known safety and efficacy data for 
paroxetine hydrochloride were scientifically appropriate and regulatorily required, in order to 
provide FDA with a complete picture of nonclinical-pharmacology and toxicology, human 
pharmacokinetics and bioavailability, and clinical safety and efficacy profiles for the new drug. 
21 C.F.R. 8 314.50. 

,, 
5 In fact, FDA is required to treat much of the documentation submitted in an NDA as ~c&d&$$ . , ,_ I , .“ltl . ;.i),, 1. ?,_ ” ,,, 
material that is exempt from public disclosure under FDA’s regulations and the Freedom of Infom$on 
Act (“FOIA”). 21 C.F.R. $3 314.430(e). After approval of an NDA, the information properly available*’ ^. - 
for public disclosure includes a Summary Basis of‘Approva1 (no%, called a Drug Anproval”Package) 
summarizing the’safety and effectiveness data.’ 21 C.F.R. 5 3’14:43d(eJr ~~‘S”limtii~~~~~~is.of~~~~dval ” 
includes only a summary of the data contained in the NDA. Id. More specific information:may be 
disclosed only if it does not fall within the disqlosn-e exemption for trade secrets and confidential 
commercial information. Id. FDA broadly defines “trade secret” materials to include, in part, any 
commercially valuable plan or process used for the making, preparing or processing of trade 
commodities, and said to be the end product of either innovation or s,ubstantial effort: ‘2i‘<$l$. 0 * 
20.61(a). Similarly, privileged “commercial or fin~~cial.ii;fd~a‘tib~~“~~~~~~~~val~~~gble data&&@ in _, 1 ,. 
one’s business of a type customarily held in strict confidence. 2T’CJ.F.R: $^ 20.61(b). The specific 
information contained in Synthon’s NDA clearly fall within this definmon. Any mafcrials ‘in these 
categories are privileged and confidential and not available for public disclosure. 21 C.F.R. 5 20.61(c). “̂  
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T h e  fact  th a t S y n th o n ’s N D A  c o n ta i n e d  al l  o f th e  requ i red  in format ion  is p r o v e d  by  th e  ult im a te  
arb i ter  o f N D A  r e q u i r e m e n ts - F D A . F D A  rev iewed  S y n th o n ’s d a ta  th r o u g h o u t th e  . 
invest igat iona l  n e w  d r u g  app l i ca t ion  p rocess  a n d  th e  ,NDA rev iew process,  a n d  d e te r m i n e d  th a t 
th e  N D A  m e t th e  A c t’s . requ i rements‘a n d  th e  c h u g p r o d u c t ~ ~ o u l d ~ ~ .“~ ~ p r 6 i ;~ ~ ‘fdr  u s e  as  a n  ’ ‘. 
a n tid e p r e s s a n t. A s  T o r P h a r m  k n o w s , F D A  is d u e  spec ia l  d e fe r e n c e  wi th respect  to  such  sc ience-  
b a s e d  dec is ions  wi th in  its par t icu lar  exper t ise.6  In  th e  case  o f P e x e v a , F D A  u s e d  its par t icu lar  
exper t ise  a n d  j u d g e d  th e  scient i f ic d a ta  p r e s e n te d  by  S y n th o n  - a n d  ult im a te ly  a p p r o v e d  th e  *A . T o r P h a n n  L a s  p rov ided  n o Isc ie~ t i i i~~ l iF l~~~~d’“~ ~ o ~  fb  q i ies t ion FDAjs .~pp ;6~& l ,  ‘-.$ 

n o  substant ive  r e a s o n  w h y  F D A  s h o u l d  reverse  itself a n d _ w i th d r a w  th e  P e x e y a  W A : _  

E . F D A  C a n n o t wi thdra\ l r  A n & p r o v e d  ~ ;$ - ~ i ~ h ~ ~ ~ ~ P ;-~ ~ ~ i~ g T N o tice ’ 
A n d  A n  O p p o r tuni ty  For  A  Hea r i ng” T o  T h e  N D A  S p o n s o r  ._  .” .~ . , -/ - f . ,. .(,..A . 

A s  n o te d  a b o v e , T o r P h a r m  r e q u e s ts th a t F D A  i m m e d i a te ly  v & h & &  th e  ~ ~ & % i 0 ; IS ;n th & “~  ‘ 
505(b) (2 )  N D A  fo r  p a r o x e tin e  mesy la te ,  to  s & th e  d is t r ibut ion a n d :m a $ e tin g  o fth e  p r o d u c t 
du r ing  T o r P h a r m ’s 1 8 0 - d a y  exclusivi ty.  It is u n l a w ful,  h o w e v e r , fo r  F D A  to  u s e  the*Ci t izen 
P e titio n  p rocess  to  r e m o v e  f rom th e  m a r k e tp lace  a  p r o d u c t th a t is th e  sub jec t  o f a n  a & r o v e d  ’ i_  
N D A . T h e  F D C  A c t, th e  A d m inistrat ive P rocedures  A c t> (“A P A ”) a n d  th e  D u e  P rocess  C lause  o f 
th e  U .S . C o n s titu tio n  ob l iga te  th e  a g e n c y  to  p rov ide  p rope r  n o t ice a n d ’a n  o p p o r tuni ty  fo r  a  
h e a r i n g  pr ior  to  w i thdrawing  or  revok ing  a n  N D A . F D A ’s response to  aCi t izen P & i% % %  “n o t ’ 
a n  ava i lab le  veh ic le  to  bypass  th e s e  protect ions.  ‘* ” - 

,. .( ) i ,., I .,. _ ‘ 

-“. .^;_ 

Ins tead,  F D A  m u s t a d h e r e  to  th e  p rocedures  a n d .s tandards  o u t l inedin  sectic;-,,~ ~ 5 ( ~ ~ “~ ~ - ~ ~ t’;~ ~ C ~ “.-”” * “- *’ .’ 
A c t. S p e c i f ically, to  reverse  course  wi th respect  to  th e  P e x e v a  N D A  approva l ,  F D A  m u s t 

,, -, (, . . z 

6  S e e  Troy  C o r p . v. B rowner ,  N o s . 9 6 - 5 2 0 3 ,9 6 - 5 2 0 4  a n d  9 6 - 5 1 8 8 , 1 9 9 7  W L  4 2 8 5 0 0 , a t “5  (D.C. Cir. 
A u g . 1 ,1 9 9 7 )  ( w  h  e re  a n  a g e n c y ’s dec is ion  “rests’;;ii a n  eva luat io i i”f c o m $ e x  G e n tific d a ta  wi th in  th e  
a g e n c y ’s techn ica l  exper t ise,” it is’e n title d  to ’“con& le rab le  d e fe r e n c e ”); S iher ing  C o r p ’v. F D A , 5 1  F .3d 
3 9 0 , 3 9 9  (3d  Cir.), cert. d e n i e d , 1 1 6  S . C t. 2 7 4  (1995) ;  A .L . P h a r m a , inc: v..S h h l a l a , 6 2  F I3d 1 4 8 4 , 1 4 9 1  
(D.C. Cir. 1 9 9 5 )  ( the cour t  n o te d  th e  “h i g h  leve l  o f c ie‘f~ r e n c e ’,‘d ;;e  Z E R O  ~s i~cy’sei”;a l ;a t ; i~~~ o f sdient i f ic  
d a ta  wi th in  its a r e a  o f exper t ise”); Be r lex  L a b s ., Inc.  v. F D A , ‘9 4 3 2 F . S u p p . 1 9 ,2 5  (D.D.C. 1 9 9 6 )  (“F D A ’s 
po l ic ies  a n d  its in terpretat ion o f its o w n  regu la t ions  wi l l  b e  p a i d  spec ia l  d e fe r e n c e  b e c a u s e  b f’th e  b r e a d th  
o f C o n g r e s s ’ d e l e g a tio n  o f a u thor i ty  to  F D A  a n d  b e c a u s e  o f F D A ’s scienti f ic, exper t ise”); s e e  a lso  
W e inberger  v. B e n tex  P h a r m a c e u ticals, Inc., 4 ’1 2  0iJ.s. 6 4 5 ,6 5 3 - 5 4  (1973 )  (,” m  cases  ra is ing  issues  o f fact  
n o t wi th in  th e  c o n v e n tio n a l  expe r ience  o f j u d g e s  or  cases  requ i r ing  th e  exerc ise  o f admin is t ra t ive ., _  _ )  ̂ “.“I :: , _  _  
d iscret ion,  agenc ies  c rea ted  by  C o n g r e s s  fo r  regu la t ing  th e  sub jec t  m a tte r’s h o u i d ’n o t b e  p a s s e d  over .“). 
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provide a reasoned analysis based on the relevant safety and efficacy data.7 Section 505(e) 
unambiguously specifies the process that FDA must follbw atid the underlying findings that it 
must make before de&ding to withdraw iti al$rovil of ti mA. The’agency titiit s&sfy -tie 
prerequisites. First, it must provide “due n&ice” td th&abplicant of the proposed action, 
including an explanation of its basis.* Second, FDA must make specific substantive &dings 
supported by substantial evidence. Specifically, a tiithd%&h&i$& must be base& ,&: (1) 
data demonstrating that the drug is unsafe &d&r tl& ap@&d coridit%ns of use; (2) ri&w data 
that was not available at the time, gf the applic~tion’s’appj~~~~l; &&i&d with the infotiation 
that was available at the ti$“e of-~~pb;al’;e;ea~ii; that the drug iS &safe under the approved -’ . conditions of use; or (3) new information, eiraluated in conjunction tiiih &hat^ was a<aii&l< at 
the time of approval, showing tliat there is insrfficient .ev:ldence that the drug will h&e the effect 
claimed ifi the labeling.” TorPharm has fail&W provide e+kn a shred df scientific oi other 
evidence as to any of these, bases to support its claim that FDA should with&a? Synthon’s NDA 
for paroxetine mesylate. As &s$bed &o&, ‘T&Phasm‘ %li&%ii ‘G.&G ad@i$trat& +ocedu+al 
issues and an alleged FDA misinterpretation of law; ‘B&c’~G!%e~$ issues are, not a @ -oper basis 
for NDA withdrawal and FDA is not permitted to ignore “the Unimbiguous command of a 
statute”,” Synthon’s product may be mark&d and?liii~btited l.ixfu{ly &?8er”S&%$ %jS(a> 
unless and until the agency presents a basis to Withdraw the NT?A in accordance with, Seqtion _ 
505(e). 

In addition to the FDC Act requirements of Section 505(e), FDA is obligated under the APA and 
the Due Process Clause to provide notice and the opporttinity’for ~‘h&&ig p&r to‘the“’ ’ 
withdrawal or revgcatiqp of a !ic_ense. 5, J.J.$:c, $558(c). In particular, a party ihat may be 
subject to agency action is entitled to knowledge of both: (1) the issues upon which the agency’s 
decision will be based; and (2) the fa&ts and evidence on which the agency is relying to jusiify it< 
proposed action so that the party can provide a rebuttal.” The granting of a third party’s Citizen 

_ 
,;:, .I_ ,” . ,.= 

’ See Motor Vehicle Mfrs Ass ‘n v. State Farm ,&f&. Au@. &s., 463 U.S. 29 (1983); see also Pearson v. 
Shalala, 164 F.3d 650,660 (D.C. Cir. 1999). a 

~ 

* Fee FDCA $505(e); 21 C.F.R. !$ 314.200(a); Brandenfels v. Heckler, ‘716 F.2d 553,555 (Sth Cir. 1983). 

’ See 21 U.S.C. $ 355(e); see also Warner-Li~bqt‘~Co. ~J%&&~,‘787 F12d 1347, 151 (3d eir. 1986). ~ , _, ._ , 

‘* TorPharm Inc. v. Shalala, 1997 U.S. Dist. iE%$ il‘sS$@~D.C. $e$. 13; i897). ’ ’ 

” See Bowman Transp., Inc. v. Arkansas-Bes~F&i$t $yh., ‘~~;:~~~~~:~~S.[~~l, $JF n:? (15174); Goldberg 
v. Kelly, 397 U.S. 254,264-70 (1970); Hess-&j$@zsv. Zj’D;1,495,?.28 975,983 (DYC-. Cir. ‘1974). ~_ .,: >,,k. . . ,,4” 

i 

!  
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Petition does not afford these rights to the mA Sponsor.‘2 Thus, withdrawal of an $DA 
pursuant to a Citizen Petition request denies the rights afforded under the APA and the Due 
Process clause and is unlawful. 

F. Conclusion 

For the foregoing reasons, FDA should deny the TorPharm C$zen.Petition. , , 
, 

, ; 

f Chief Counsel 

i . , 

., / ,~ ,.; ,“... \ ,~ . 
‘* See 21 C.F.R. $8 10.30(e), (h) (Citizen Petition procedures provide no notice requirememairid afford 
FDA sole discretion to decide whether the applicant receives an opportunity for a hearing];‘compare also 
21 C.F.R. 0 1.0.30(b) with 21 U.S.C. 3 355( e ) ( a withdrawal urider%ctiori -505(e) r&&be based oply on 
the applicable statutory criteria, whereas petitioners in a Citizen Petition i-nay set forth any basis for the 
requested action). A regulation.cannot grant an agency any greater authority than it has under a’statute. Ass ‘n Am. Physicians & Surgeons v. FDA, 226’ F. Supj.,. ib~~~~~i;:~1’~.~.~~..‘~~iTi)[~c”i2in’g Gy$c; ?‘j” _ 
Consumers ’ Counsel v. FERC, 655 F.2d 1132, 1149 n.32 (D:C.‘Cir~ “i&@ ij. 


